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ANCA 69-488
Mutusl Pharmaceuticai Cowpany, Inc.
Attention: Mr. Suhas Sarcesal JAN 7 1oR7

110u Ortihocox Street
Philadelphia, Pennsylvania 19124

Dear M1, Sarcesal:

Reference is tacde to your ablreviateu few uruy 8ppiication submittec pursuant
to Section 205(,) uf the Feoerad Fuou, Liuy, anu Cusietic Act fur
Diphenhycramine Hyarochivrice Capsuies USP, 25 i,

hisc referencec is your comaunication of Nuvesmber <1, 196o.

ke have cuipieteu the seview of Lins abbievialet appaication and lave
Cohcauuca that the crug is safe anc cffective 61 LSe a& IeCOMGENCEL in the
subnitted labeiing. Accurdingly, the appaication is 4 ToveU.

Any signdficant chiange in the cunditions cutlined in thus abbreviated
application requires an apLroved supplemental application befoie the change
fay be made, except for chenges gace in conformance with other provisions of
Section 2i4.70 of the New Lrug hegulations,

‘Postmarketing, reporting requirements for this albreviateg épplicaticn are set

forth in 21 CFR 214.80 afd 314.81 of the Regulations.

This Adpinistration shoulc Le acvises of any change in the sarketing status of
this drug.

For Initiel Campalyns: We reguest that you swbrit, in ouplicate, any propusea
GLVEILlSiNng O pIGLticnal copy which you intend to use in your istediates
agdvertising o prowctional campaigns. Piease subnit all proposec materisis in
Craft of wock—up fors, nut finsi print. Subwit Loth copies together with & -
Cepy Of the proposed us final piintec lsbeling tc the Livision of Druy
huvertising anc Laleling (FFN-240). Please w0 not usc Foiw Fi-2253
(Tzansedttul of Auvertisements and Fromotional Laveling fur Lrugs for ruman
Le€) fur Lhils inaladl SULKISSiCh.

For Subsequent Lawpaigns. ko cail jLur attent.on Lo Seciion 214,82 B)(3) of
thic Regulaticns wiuch fequires that tet€loclis foa any silisewutnl atvertising

Ci piGeililnas Caupaigh, al liw Ltuw OF thear initial use, e suwmitiew to our.
Livision of Liuy Acvertising afic Labtoany, (HFl-d4l) with & completeo Foin

FU-2253.
ccC. ~
HFN-237 -(-ﬂ, 5! A
TPoux/LChang/MLoLdadn /2
ved 12/18/86 (1516v) ‘ 7
APPRUVAL PSP /
“[2-(87C0 Division of éeneric Qfuys

Office of Lrug Stanuarcs
Center fur Lruys and biologics
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h/p) Mutual Pharmaceutical Company;, Inc.

1100 Orthodox Street . Philadelphia, Pennsylvania 19124 . (215) 288-6590 ~
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Mutual Pharmaceutical Company;, Inc.

1100 Orthodox Street

Philadelphia, Pennsylvania 19124

Labeling: \.' i 1

-

VDA No:

:ﬂva\r‘;»-} e

58 39 O H
3 » ° 2
23,88 €3, £ A#/
§sg3a 38 NDC 53489-113.01 ]
Qcs §o - o
£3225 8o DIPHENHYDRAMINE HCI 3
.G aggE 33 CAPSULES. USP a
83 5 st 25 mg. 2
F32 8 3o CAUTION: Federat law prc- - s ©
e g [ g dispensing without prescr -° n § -
€5 3 | & 100 CAPSULES & %
gs s N2 = g O
3 8 2 33 &
3§ =ToO o :
33 3 gs 3
-] ° 4 o .
58w y8 Yam 3 -/
gegiz 3% . NDC 53489-113-01 . g f/‘
23 %9 DIPHENHYDRAMINE HC| 3 "“
=G 28 %% 2% CAPSULES. USP g g
Sgely i35 o : ///
EE 3 1 a9 CAUTION: Federat law pro- - -c ®
—~a - -8 dispensing without presce.z- - - g
[T 5 : = H .
g & ¢ 100 CAPSULES 8 =
2 3 2 o v s 2 o
s & 3 MUTUAL PHARMACEUTICAL CO.. INC gz £
- N N PHILADELPHIA. PA 13124 > v
38 SO =]
23 35 gt F
29 ° T g
32053 Yam £
gac 22 3% NDC 53489-113-01 ‘g ’ »
€o I -4 | <
£3225 2o DIPHENHYDRAMINE HC! 3
_C &g @& 38 : g
55 ég % 3 CAPS%L;?, usp g /44//(5‘/
> ° N o :
Fe2 g : g,g < CAUTION: Federal law pre= - - o
S8 g - dispensing withoul prescr.c- - - g
23 3 - & 100 CAPSULES g . z
g 3 8 mBo@ s Z o
E MUTUAL PHARMACEUTIC 2 3 H
’ PHILADELPHIA PA 191 = .

(215) 288-6500

19
A\l.l‘-'l'
/0!
-
-
- s '.ji
. ! T
e
L s
AN




DOSAGE AND ADMINISTRATION: DOSAGE SHOULD BE INDIVIDUALIZED

ACCORDING TO THE NEEDS AND THE RESPONSE OF THE PATIENT.

A single orat dose of diphenhydramine hydrochioride s Quickly absorbed with
Clivity ¥g in app y one hour. The duration of activity

following an average dose of diphanhydramene hydrochioride is from four to six

hours.

ADULTS: 25 to 50 mg three to four times daily. The rughttime sieep-aid dosage is

50 mg at bedtime.

CHILDREN: (over 20 Ib): 12.5 to 25 mg three or four imes daily. Maximum daily

dosage not to exceed 300 mg. For physicians who wish to caiculate the dose on

the basis of body weight or surface area, the recommended dosage is Smg/kg/24

hours or 150 mg/m2/24 hours.

Data are not availabie on the use of diphenhydramine hydrochloride as a nighttime

sleep-aid in children uncer 12 years.

The basis for determining the most eftective dosage regimen will be the response

of the patient to medication and the condition under treatment.

In motion sickness, full dosage is recommended for prophylactic use, the first

dose to be given 30 minutes before exposure to motion and similar doses before

meals and upon retiring for the duration of exposure.

HOW SUPPLIED

DIPHENHYDRAMINE HYDROCHLORIDE Capsules are supphied as follows:

DIPHENHYDRAMINE HYDROCHLORIDE 25 mg Pink.Clear capsules, imprinted

MUTUAL 103.

Botties of 100, NDC 53489-113-01

Botties of 1000, NDC 53489-113-10

DIPHENHYDRAMINE HYDROCHLORIDE 50 mg Pink’Pink capsules, Imprinted

MUTUAL 107.

Bottles ot 100, NDC 53489-114-01

Bottles of 1000, NDC 53489-114-10 /a

STORAGE CONDITIONS: Store at controlied room temperature 15°.30°C

(59°-86°F). Protect trom maisture. .

Caution — Federal aw prohibits dispensing without prescription. -

Manufactured by: L
MUTUAL PHARMACEUTICAL COMPANY, INC.
Philadelphia, PA 19124
Issued: August 1986

DIPHENHYDRAMINE
HYDROCHLORIDE CAPSULES, USP

DESCRIPTION: Diphenhy hy ide is an antih drug having
the chemical name 2-(Diphenylmethoxy)-N, N ylethylamine hydrochlonde
and has the empirical formula C, yH,NO-HCI {molecular weight 291.82). It occurs
as a white, crystaliine powder and s Ireely soiuble in water and aicohol. The
structural formula is as loliows:

- HCY !‘V!‘,;?,(_,v,

@6“#‘#(0‘)5 :‘MM// :

Each diphenhydramine hydrochloride capsule contains 25 mg or 50 mg diphenhy-
dramine hydrochloride for oral administration.

CLINICAL PHARMACOLOGY: Diphenhydramine hydrochloride is an antihista-
mine with anticholinergic (drying) and sedative effects. Antihistamines appear to
compete with histamine for cell receptor sites on effector celis.
A single oral dose of diphenhydramine hydrochloride is quickly absorbed with
maximum activity occurring in approximately one hour. The duration of activity
following an average dose of diphenhydramine hydrochloride is from four to six
hours. Diphenhydramine is widely distributed throughout the body, including the
CNS. Littie, if any. is excreted unchanged in the urine; most appears as the
degradation products of bolic transformation in the liver, which are almost
compietely excreted within 24 hours.
INDICATIONS AND USAGE: Diphenhydramine hydrochioride in the orat form is
ffective for the ing indications:

Antlhistaminic: For allergic conjunctivitis due to foods; mild, uncomplicated
ic ski f i of urticaria and angioedema; amelioration of ailergic

reactions to blood or plasma; dermatographism; as therapy for anaphylactic

- reactions adjunctive to epinephrine and other standard measures after the acute

manifestations have been controlled.
Motion sickness: For active and prophylactic treatment of motion sickness.
Antiparki ism: For parkil nsm (including drug-induced) in the elderly




un!ble!olt’lefliemwm:vlwmdMm:n(inohningdmg-
induced) in other age groups; in other cases of parkinsonism (including drug-

induced) in - with y acting gic agents.

Nighttime sieep-aid.

CONTRAINDICATIONS

Use In N or P nf; : This drug should not be used in newbom
of premature infants.

Use in Nursing Mothers: Because of the higher risk of antihistamines for infants
generally, and lor newborns and prematures n particular. antihistanune therapy is
contraindicated i nursing mothers.

Antihistamines are also contraindicated in the loliowing conditions :
Hypersensitvity to diphenhydramne hydrochionde and other anti-histamines of
similar chemical structure.

WARNINGS: Antihistamines shouid be used with considerabile caution in patients
with narrow-angle glaucoma, Stenosing peptic uicer, pyloroduodenal obstruction,
Symptomatic prostatic hypertrophy. or bladder-neck obstruction.

Use in Children: Inintants and chudren, especially, antihistamines in overdosage
may cause haliucinations, convuisions, or death.

As in adults, antihistamines may diminish mental alertness in children. In the
young child, particularly, they may produce excitation.

Use in the Elderly (approximatetly 60 years or older). Antihistamines are more
likely 1o cause dizziness, sedation, and hypotension in eiderty patients.

PRECAUTIONS:

General: Dy amine hydrochioride has an atropine-kike action and there-

fore shouid be used with caution in patients with a history of lower respiratory

d cl g asthma, ir iar p , hyperthy i car-

dwovascular disease or hypertension.

Information for Patients: Patients taking diphenhydramine hydrochloride shouid

be a:v-sed that this drug may cause drowsiness and has an additive effect with

aicohol.

Patients should be warned about engaging in activities requiring mental alertness
appliances

such as driving a car or operating , machinery, etc.
Drug Interacti Diphenhy ine hy ide has additive effects with alco-
hol and other CNS degx s (hy, datives, tranquilizers, etc).

MAQ inhibitors prolong and intensify the anticholinergic (drying) effects of antihis-
tamines.
Carcinog is. M S/S, IMpail

mais to determi it genic and 0 p

of Fertility: Long-term studies in ani-
b ial have not been per-

formed.

Preg y: Preg y Category B. Reproduction studies have been performed
in rats and rabbits at doses up 10 5 times the human dose and have revealed no
evidence of impaired fertitity or harm to the fetus due to diphenhydramine
hydrochloride. There are, however. no adequate and well-controlied studies in
pregnant women. Because animai reproduction studies are not always predictive
of human response, this drug shouid be used during pregnancy only if clearly
needed.

ADVERSE REACTIONS: The most frequent adverse reactions are underscored

. General: Urticana, drug rash, anaphylactic shock, photosensitivity, excessive
perspiration, chills, dryness of mouth, nose, and throat

Cards Aar Sy . Hyp 1, headache, palpitations, tachy
extrasystoles

Hematologic System: Hemolytic anemia, thrombocytopenia, agranulocytosis
Nervous System. Sed ), _sieep ._dizziness, disturbed coordination.
fatigue, confusion, restiessness, excitation, nervousness, tremor. idabiity.
insomnia, euphoria, paresthesia, blurred vision, diplopia, vertigo, tinnitus.
acute labyrinthitis, neuritis, convuisions

- Gl System: Epigastric distress, anorexia, nausea, vomiting, diarrhea.
constipation

GU System: Urinary frequency, difficult urination, urinary retention, early
menses

Respiratory System: Thickening of bronchial secretions, tightness of chest and
wheezing, nasal stuffiness

-

bl nd ]

N oo oo

OVERDOSAGE: Antihistamine overdosage reactions may vary from central ner-
VOus sy D t0n to stimul, 1. Stimul Vis particularly likely in children.
Atropine-like signs and symptoms, dry mouth; fixed, dilated pupils; tlushing, and
gastrointestinal symptoms may also occur.

It vomiting has not occurred spontaneously the patient should be induced to vomit.
This is best done by having him drink a glass of water or milk after which he should
be made lo gag. Precautions against aspiration must be taken, especiaily in
infants and children.

1 vomiting is unsuccessiul gastric lavage is indicated within 3 hours after ingestion
and even later if large amounts of milk or cream were given baforehand. Isotonic or
1/2 isotonic saline is the lavage solution of choice.

Saline cathartics, as milk of magnesia, by osmosis draw water into the bowel and
therelore are valuabie for their action in rapid dilution of bowel content.

Stimylants should not be used.
Vasopressors may be used to treat hypotension.
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10.

12.

13.

lSC

17.

18.

19.

CHEMIST'S REVIEW ANDA 89-488

NAME AND ADDRESS OF APPLICANT

Mutual Pharmaceutical Company, Inc.
Philadelphia, PA 19124

NONPROPRIETARY NAME

Diphenhydramine Hydrochloride

PHARMACOLOGICAL CATEGORY 11. hOW DISPENSED

Antihistamine Rx

RELATED IND/NDA/DMF(s)

89-488 (25 my)
89-489 (50 mg)

DOSAGE FORM(s) 14, PCGTENCY
Capsule 25 my

CHEMICAL NAME AND STRUCTURE

Name and structure same as USP XXI

COMMENTS

CONCLUSIONS AND RECOMMENDATIONS

Approvable
REVIEWER: DATE COMPLETED:
MGoldman _ . 12/17/86

5 126
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10.

12.

13.

17.

i9.

CHEMIST'S REVIEW ANDA 89-488

NAME AND ADDRESS OF APPLICANT

Mutual Pharmaceutical Company, Inc.
Philadelphia, PA 19124

NONPROPRIETARY NAME

Diphenhydramine Hydrochloride

PHARMACOLOGICAL CATEGORY 11.

Antihistamine

RELATED IND/NDA/DMF(s)

89-488 (25 mg)
89-489 (50 mg)

DOSAGE FORM(s) 14, POTENCY

Capsule 25 mg

CHEMICAL NAME AND STRUCTURE

Name and structure same as USP XXI.

COMMENTS

. CONCLUSIONS AND RECOMMENDATIONS

Not Approvable

HOW DISPENSED

Rx

REVIEWER: DATE COMPLETED:

MGc 1dman

Ll




10.

12,

13.

15.

17.

18,

19,

20.

CHEMIST'S REVIEW ANDA 89-488

NAME AND ADDRESS OF APPLICANT

Mutual Pharmaceutical Company, Inc.
Philadelphia, PA 19124 ’

NONPROPRIETARY NAME

Diphenhydramine Hydrochloride

PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED

Antihistamine Rx

RELATED IND/NDA/DMF(s)

89-488 (25 mg)
89-439 (50 mq)

DOSAGE FORM(s) 14, POTENCY
Capsule 25 mg

CHEMICAL NAME AND STRUCTURE

Name and structure same as USP XXI (need italics for ~N=N-),

COMMENTS

CONCLUSIONS AND RECOMMENDATIONS

Not Approvable

REVIEWER: DATE COMPLETED:
MGoldman 10/8/86

COMPONENTS AND COMPOSITION

Component Reference mg/capsulza
Diphenhydramine HC1 usp 25.0
Starch, NF NF
Magnesium Stearate NF

TOTAL 160.0 mqg

Components of capsule nnt given. See page 97.




CHEMIST'S REVIEW ANDA 89-488

3. NAME AND ADDRESS OF APPLICANT

( Mutual Pharmaceutical Company, Inc.
Philadelphia, PA 19124 :

7. NONPROPRIETARY NAME

Diphenhydramine Hydrochloride
10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED

Antihistamine Rx

12. RELATED IND/NDA/DMF(s)

89-488 (25 mg)
89-489 (50 mg)

13. DOSAGE FORM(s) 14, POTENCY
Capsule 25 mg

’ 15. CHEMICAL NAME AND STRUCTURE

Name and structure same as USP XXI (need italics for -N-N-).

17. COMMENTS

‘18, CONCLUSIONS AND RECOMMENDATIONS

Not Approvable

19. REVIEWER: DATE COMPLETED:

MGo1dman 9/11/86 4//77;66
20. COMPONENTS AND COMPOSITION :

Component ' Reference mg/capsule

Diphenhydramine H(1 usp 25.0

Starch, NF ° NF

Magnesium Stearate NF ‘

’ TOTAL 160.0 mg

Components of capsule not given, See page 97,
Botanical source of Starch not given.




CHEMIST'S REVIEW ANDA 89-488

3. NAME AND ADDRESS OF APPLICANT

Mutual Pharmaceutical Company, In
Philadelphia, PA 19124

7. NONPROPRIETARY NAME

Diphenhydramine Hydrochloride
10. PHARMACOLOGICAL CATEGORY 11.

Antihystamine

12. RELATED IND/NDA/DMF(s)

89-488 (25 mg)
89-489 (50 mgq)

13. DOSAGE FORM(s) 14, POTENCY
Capsule 25 mg
’ 15. CHEMICAL NAME AND STRUCTURE

17. COMMENTS

18. CONCLUSIONS AND RECOMMENDATIONS

Not Approvable

c.

HOW DISPENSED

Rx

Name and structure same as USP XXI (need italics for -N-N-).

19. REVIEWER: DATE COMPLETED:

MGoldman 7/29
20. COMPONENTS AND COMPOSITION

Components of capsule not given.

/86

e

Component Reference

Diphenhydramine HCI usp ;
Starch, NF NF

Magnesium Stearate NF

See page 97.




ER FOR E 1 AR

APPLICATI R 4

BIOE I




N

/ DA 80—
' 89-4€9

Huetwyl Pmarmmaceutical Co. Inc.
Attention: Sulme Sardeeai
1100 Orthodox Street
Philedelphia, PA 10124

Denxr Sir:

reference is made tc the disecolutian data and mrpest f{a waiver of ir-viwo
ricovailakility requirereits you eurmitted ontay ©, 1°C€ for Liphenlpriramdne
Hydroctdoride Cogpsules, 20 .

The data and your recuest lave bean reviewel Ly our Divisian of Sicequivalenc
and thcy lave the following oorments:

A

"1. f%he dissolution testing conducted Y lutual Phermacevtical Co. Inc.
on its Dipheniydrarmine 1C1 Capsules, 25 mg and 50 mg, is accegrtable.
The waiver of tle in—-vivo bicequivalence study requiremente for the
25 mj amd 50 mg liphenlwdranine IC1 Capsule is granted. The 28 mg
and 50 g capeule of the test product is tlerefcre deemed
Licequivalent to the 25 g awi 5C g capsule, regpectively, of
Bermdryl, ramsfactured by Parke-TLavis Co.

2. The éissmolucior testing should be incorporated into yaur
menuiscturing candrolce and stability program. The dissolution
testing should be corducted in 00 ml. of water { 370C using U.S.P.
1 Apparatus I (Basket) at 100 rim. The test praluct should meet

the following speciiicatian:

1ot leec tlan of the laheled amowmnt of the drug
in the dosege form ic digsoived in 45 minutec.”

Sin;?xely YOuLs .,/ \
/ : g /)

! : f
7 ) B £l

y i /
l 3
. ~ 3 ) -
e, \\QLQVK// - WA

’ 'b-,L/' A . Y
{ Varvin eile, [.l. i
iirector
vivisicr of (ereric bPrug®
Cifice of Lruo Standards
Center for Drirys arst Ticlozics

cc: HF+230
Goldman
MSei fe/wsturn/ it/ 12-2-86
BIO O053(®




11/24/86

Diphenhydramine HC1 Mutual Pharmaceutical Co, Inc.

25 mg. Capsules Philadelphia, Pennsylvania
ANDA #89-488 Submission Dated:
Reviewer: Ramona D. McCarthy - - May 9, 1986 —

Wang #898le , '

Review of Dissolution Data and a Request For A Waiver
of The In-Vivo Bicequivalence Requirement

The firm submitted camparative dissolution data o both the test product and

the reference praduct, Benadryl (diphenhydramine BC1) Capsules, 25 ng. The
data demonstrate that the product meets our specifications of N.L.T. i
Y the drug in the dosage farm dissolved in 45 minutes.

: This submission also contains a request for a waiver of the in-vivo
bicequivalence requirement far this praduct.

The camposition of this product is as follows:

Canpanent mg/Capsule
Diphenhydramine HC1, U.S.P. 25.0
Starch, N.F.

Magnesium Stearate, N.F.

Camment

In as much as the reference product Benadryl (diphenhydramine HC1l) has been
determined to be effective far at least one indication in a D.E.S.I. notice
and this product is basically the same praduct, this product meets the
criteria necessary to meet the requirements of C.F.R. 320.22(C)(1).
Accordingly, a waiver may be granted and the firm should be so advised.

Recamendation

The firm should be advised as follows:

1. The dissolution testing conducted by Mutual Pharmaceutical Co. Inc. on jits
Dipherhydramine HC1l Capsules, 25 mg., Lot #10069, is acceptable. The waiver
of the in-vivo bicequivalence study requirements for the 25 ng.
Dipherhydramine HCl Capsule is granted. The 25 mg. capsule of the test

product is therefare deemed bicequivalent to the 25 rg. capsule of Benadryl,
manufactured by Parke-Davis Co.

2. The dissolution testing should be incorparated into the firm's

manuf acturing controls and stability program. The dissolution testing should
be conducted in 500 ml. of water @ 37 using U.S.P. XX1 Apparatus I (Basket)
at 100 rpm. The test praduct should meet the following specification:

Hot less than of the labeled amount of the drug
in the dosage farm is dissolved in 45 minutes.




mvis1cn of Bmequiva]ence
Review Branch 1 ' °

RD INITIALED BY AJACKSON
FT INITIALED BY AJACKSON

‘ J

) Concw. _ . . pate: //[~R/~5
S.V. D:Lghe /
Director

Division of Bicequivalence

R.McCarthy/do/11-10-86/Wang #8981e

cc: ANDA #89-488 ariginal (2) HFN-230, HFN-200 (Hare),
HFN-223 (Shah), HFN-252 (Mci:arthy, Jackson), Drug File
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ANDA 89-488

Mutual Pharmaceutical Company, Inc RS N 5
Attention: Suhas Sardesai . -

1100 Orthodex Street

Philadelphia, PA 19124

Dear Mr. Sardesai:

Please refer to your abbreviated new drug application dated May 9, 198§,
submitted pursuant tc Section 505 of the Federal Food, Drug, and Cosmetic Act

for Diphenhydramine Hydrcchlcride Capsules USP, 25 mg.
Alsc referenced is ycur comunicaticn cf Octcher 1A, 1986.

The application is deficient and therefcre nct apnrcvahle under Section 505 cf
the Act fcr the follewing reasons:

i Your comparative dissolution rate studies and request for
higavailability/hicequivalency waiver is under review by the Division
of Bicequivalence. You will be advised when their review is
comnleted,

2. For the Components and Composition sections:

21 CFR 314.50(d)(ii) Drua Product requires that you provide "A list
cf all components used In the manufacture of the drug product
(reqardless of whether they apnear in the drug product); and a
statement of the compesiticn of the druq product. . ." You nust
subnit a revised Compcnent Section 6 and revised Composition Section
7 which lists all inqredients of the drun products, including the
capsule, The container neerd not he inclurled,

3. We acknowledge withdrawal of
as a testing laboratory.

The file is now clecsed. You are required tc take one of the actions described
at 21 CFR 314,120 which will elther amend or withdraw the annlication, cor if
you have suhstantial disaqreement with our reasons for nct appnroving this
annlicaticn, vou may request an concrtunity feor a hearinn.

Sincerely ycurs,

/
S I+ 3kl
Marvin Seifgz M.D.

Nirector

Divisicn of Generic Druqgs

Office of Drug Standarrs

Center fcr Druns and Rioloaics

cc:

HFN-237 lofpke
TPoux/CChang/MGoldmen/tr/10/30/86
10325

Not Approvahle T~ o~ fé -




AMDA 39-4R8

Mutual Pharmaceutical Company, Inc.
Attention: Suhas Sardesai

1100 Orthodox Street
Philadelphia, PA 19124

Dear Mr. Sardesai:

Please refer tn your ahbreviated new drun anplication dated Mav 2, 1936,
sunitted pursuant tn Sectinn 505 of the Ferderal Fand, Drun, and Casmetic Act
for Dinhenhydranine Hyrdrochloride Cansules 1SP, 25 mn.

Also referenced 1s your cnmnunication of Sentemher 19, 1934,

The annlication is deficient and therefnre not anpravahle under Sectinn 505 of
the Act for ths followinn reasons:

1. Your conmparative dissalutinn rate studies and request for
hipavailahility/ninenuivalency vaiver is under review hy the Divisinn
of Binequivalence, You will b2 advised when their review is

comnleted,
2 Far the Comnonents and Composition sections:

You must nrovide a cony of your revised Comnnnent s2ctinn and your
reviserd Comnosition section showing the formula far the cansule
shell, whose inqredients are shown on nane 97 of yaur nrininal
anplication.

3. is at nresent unaccentahle
As a testing labaratary for the active inaredient, starch, and
magnesiun stearate., Plaasz indicate your intentinns with resnect tn
use nf this €irm,

The file is now closed. You are required to take ans of the actinns Adescribed
at 21 OFR 314,120 which will eithar anend or withdraw the annlication, ar if
vou have suhistential disanreenent with aur reasons far nat anproving this
annlication, vau may request an onnartunity for a2 hearina,

Sincerelv yours,

l

- ) Harvin Seife, ".0.
G-t Director
. Jivision of Generic Druns ;
M fice of Drun Standards :
/ Tenter for Druns and Rinlonins
ce: vy |
» HF =237 A -
rd . !
[ { TPoux/CChang/MGoldman/tr/10/3/86 l
10325

Hot Annrovahle
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ANDA 89-488 SEP |5 1986

Mutual Pharmaceutical Company, Inc.
Attentfon: Suhas Sardesaft

1100 Orthodox Street

Philadelphia, PA 19124

Dear Hr, Sardesat: -

Please refer to your abbreviated new drug application dated May 9, 1986,
submitted pursuant to Section 505 of the Federal Food, Drug, and Cosmetic Act
for Diphenhydramine Hydrochloride Capsules USP, 25 mg.

Also referenced is your communication of August 26, 1986,

The application ts deficfent and therefore not approvable under Section 505 of
the Act for the following reasons:

1. Your comparative dissolution rate studfes and reqhest for
b1oavai1ab1|1ty/bioequ1valency waiver is under review by the Division

of Bioequivalence. You will be advised when their review is
completed,

2. For the Components and Composition sectfons:

You must provide a copy of your revised Component section and your
revised Composition section showing the following:

8.  The formula for the capsule. -

b. The botanical source of the starch, as required by the NF.
3. For the active ingredient:

Provide complete name and address for
4, It fails to provide rework (reprocessing) procedures used in the

event a batch fails to meet specifications (page 131), as reqguired by
2V CFR 211,115,

application, you may request an opportunity for o hearing,

151ncerely yours.

~ /
" «z,/r//% e

.CZ ]
HEN-23H \\L N \_J
Poux/C ang/M\é)c}1...nan/tr/9/ll/86 g:::::of""" M.0.

Division of Genertic Drugs
0ffice of Drug Standards
Center for Drugs and Biologics

T
10328
Not Approvable

ey




AMDA 89-488

Mytual Pharmaceutical Company, Inc.
Attention: Suhas Sardesai

1100 Orthodox Street

Philadelphia, PA 19124

Near Mr. Sardesai:

4rug application suhmitted pursuant
¢t for Diphenhydramine

L |

neference is made to your abbreviated new
to Section 505 of the Federal food, frug, and Cosmetic A

Hydrochloride Capsules USP, 25 mg.

In order for our laboratery to ascertain that your hulk drug conforms to YSP
requirements, send the following materials to the address helow:

“aterials to be sent:

1. 3ulk active ingredient - Send three times the amount needed to
perform all USP testing, Package the material in a tight, moisture -
free container sealed in an outer container, Tdentify the
manufacturer, the manufacturer's address, nuc pymber and lot number

of the bulk sent.

A Cortificate of Analysis (either yours or the manufacturer's) for
the 1ot sent.

"~

3. Standards - Reference, Impurity, and Internal - Send three times the
amount required bv the uSP. [If you do not send the standard and St.
Louis doesn't have it, the analysis will be delayedl.

4 Copies of representative chromatograms andfor spectra (if applicahle.)

Address:

center for Prugs and 3iclogics

nffice of Nrug Research and Review

Poom 1002, HFH-320

1114 tarket Street . o

St. Louis, ' 63171

Attention: Hr. Nonald Page e

These materials must bHe sent by August 32, 1935, If you cannot send these
materials by this date, please notify Mr. nonald Page by l2tter, 1f you £ai
to send the requested materidls, or properly notify *r. Nonald Page of any
delay, the AMDA file will be closed. Send conies of all correspondence
regarding the samples requested to the AMDA.



PAGE 2-

Yle recommend that you send the samples by registered mail/return receipt
requested,

‘ in 1 .
S ggre y youqs .

e

Marvin Seife,‘H%D.

Nirector

Division of Generic Drugs
0ffice of Drug Standards
Center for 9drugs and Biologics

. ”
cc: ' il
S Y -) 1
HFN-237 2|20
CChang/MGoldman/tr/7/29/86
0936S

Samples to St. Louis

R
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ANDA 89-488

Mutual Pharmaceutical Company, Inc.
Attention: Suhas Sardesaf

1100 Orthodox Street

Philadelphia, PA 19124

Dear Mr. Sardesai:

Reference 1s made to your abbreviated new drug application submitted pursuant
to Section 505 of the Federal Food, Drug, and Cosmetic Act for Diphenhydramine

Hydrochloride Capsules USP, 25 mg.

In order for our laboratory to validate your submitted methodology, send the
following materials to the address helow:

Haterials to be sent:

1. Finished dosage form - Send three times the amount needed to perform
the required testing. Identify the 1ot number of the material sent.

2. A Certificate of Analysis for the lot sent.

3. Internal and Reference standards - Send three times the amount
necessary to perform the required testing. (1f you do not send the
standard and the District doesn't have it, the analysis will be

delayed).

4. Impurity Standards - send samples of standards for any impurities for
which you test the dosage form,

5. Representative chromatograms and/or spectra (1f applicable).

Address:

Department of Health and Human Services
Public Health Service

Food and Drug Administration

US Customhouse

Attention: Harvey M. Miller (HFR-3160)
2nd and Chestnut Streets, Room 900
Philadelphia, PA 19106

These materials must be sent by August 30, 1986. If you cannot send these
materials by this date, please notify H. Miller by letter. If you fail to
send the requested materials or properly notify H. Yiller, your ANDA file will
be closed. Send copies of all correspondence regarding the samples requested

to the ANDA.




PAGE 2-

We recommend that you send the samples by registered mail/return receipt
requested.

1
Sianre y yoqgsnr\

\oR axle
Marvin Seife. W.D. t V(%
Director

Division of Generic Drugs
0ffice of Drug Standards

. Center for Drugs and Biologics
vl
HFN-237 \
CChang/MGoldman/tr/7/29/86
0936S

Samples to the District




ANDA 89-488

Mutual Pharmaceutical Company, Inc.

Attention: Suhas Sardesai fro31 1085
1100 Orthodox Street M.y
Philadelphia, PA 19124

Dear Mr. Sardesai:

Please refer to your abbreviated new drug application dated May 9, 1986,
submitted pursuant to Sectfon 505 of the Federal Food, Drug, and Cosmetic Act
for Diphenhydramine Hydrochloride Capsules USP, 25 mq.

The application is deficient and therefore not approvable under Section 505 of
the Act for the following reasons:

1. Your comparative dissolution rate studies and request for
bioavailability/hioequivalency wafver is under review by the Division
of Bioequivalence, You will be advised when their review is

completed.

2. It fails to provide adequate labeling information. In this regard:

Container: Not Satisfactory

The quantity is 1isted as 100 (1000) tablets
(rather than capsules).

Insert: MNot Satisfactory
In accord with very recent changes, please make the following

revisions:

a. COMTRAINDICATIONS-delete heading-"lise in Lower Respiratory
Disease" and the first paragraph following.

Underline the first sentence in the next paragraph
Antihistamines also are contraindicated in the
following conditions:

b, PRECAUTIOMS-General
(1) Paragraph one should be changed to read:

Diphenhydramine hydrochloride has an atropine-like
action and therefore should be used with caution in
patients with a history of lower respiratory disease
including asthma, increased intraocular pressure,
hyperthyroidism, cardiovascular disease or
hypertension,

(2) Drug Interactfons-delete CAUTION: Patients taking
monoamine oxfdase inhibitors should not recefve
antthistamine therapy concurrently,

C. DESCRIPTION-structural formula- -N-M-should be in italics.




Page 2-
rage ¢- .

d.  OVERDOSAGE-underline the following phrases at the beginning
of paragraphs 2,3,4 and 5:

If vomiting has not occurred spontaneously...
If vomiting is unsuccessful,..

Saline cathartics...

Stimulants....

e. DOSAGE AND ADMINISTRATION
Children....three or four times dafly....
(rather than three to four),

Please revise your container labels and package insert labeling, then
prepare and submit twelve final printed copies of contatner labels and
draft copy of package insert labeling for our review and comment,

3. For the Components and Composition:

Please include the formula for the capsule in these sections, as
shown on page 97,

4. For the active ingredient:

Please identify stated as manufacturer on page 78. This name
y 1s not otherwise indicated as a source for the active {ngredient.

5. For the inactive ingredient:
a. It fails to specify the botanical source of the Starch, NF used.,

b. It fafls to assure that the Starch, NF meets compendial
requirements fn that the analytical report (page 87) fafls to
include tests for pH, Residue on Ignition, Iron, Oxidizing
substances, Sulfur dioxide and no Certificate of Analysis from
the supplier- is provided.

6. For the finished drug product:

It should be understood that the USP procedure will be used as the
requlatory method. In this connection provide comparative data
~showing that the - .0 the USP assay procedure.

The file is now closed. You are required to take one of the actions described _
at 21 CFR 314,120 which will efther amend or withdraw the applficatfon, or if
You have substantial disagreement with our reasons for not approving this
application, you may request an opportunity for a hearing.

Sincerely yours,
/nﬁ ) N

I
‘ ) o 71318l
SN cc: - \'7 ?Dm W N&P\Vfﬂ Seé‘fé. ".D. 1
v HFN-237 ~-7f§9 ' Director
Division of Generic Drugs B

: ~§»g;gg;’ccna"g’"“‘d'“"“"’t"”/zg/“ Office of Drug Standards
f\7§é3 Not Approvable Center for Drugs and Biologics




Mutual Pharmaceutical Co.
Attention: IMr. Suhas Sardesai
1100 Orthodox Street
Philadelphia, PA 19124

€ir:
We acknowledge the receipt of your abbreviated new drug application submitted

pursuant to Section 5C5(j) of the Rederal Food, Drug, and Cosmetic Act for the
following:

IAE OF WC: Diphenhydramine Hydrocliloride Capsules ISP, 25 mg
IATE CF AFFLICATION: HMay ©, 1986
I¥TE CF RIKTIPT: May 13, 1966

Ve will correspond with you further after we have had the opportunity to
review the application. : , ;

However, in the interim, please sumit three additiocnal copies of the
analytical methods and descriptive information needed to perform the tests on
the samples (botli the bulk active imgredient(s) and finished dosage form) and
validate the anmalytical methods. Please do not send mmples wnless
specifically requested to do eo. If samples are required for validation we
will inform you where to send them in a separate coommication.

If the above methodology is not sumitted, the review of the application will :
be delayed. i

Flease identify any commmications concerning this application with the MDA
mrber shoawm above.

Sincerely vours
R N~

A e

7 Cose. RIY

. .
Marvin Sei&?e), M.L.
Pirector
Divieion of Ceneric Drugs
,/9% Office of Drugy Standards
: Center for Lrugs and Bioclogics

cc: HFN-230
Chang
MSei fe/ISturm/jt/5~16~-86
Ak 0183b




| h/p) Mutual Pharmaceutical Company), Inc.

1100 Orthodox Street . Philadelphia, Pennsylvania 19124 . (215) 288-6500

May 9, 1986 - (‘\\ )
d § AU
X . z/ N L
Marvin Seife, M.D. L A
v (u\ J\“ v

4 A

Director
Division of Generic Drug Monographs . , _

Office of Drug Standards AR R !
Center for Drugs and Biologics D v = 1
Food and Drug Administration k_ckg . \b
HFN 230, Rm 16 - 70 o A& v \\u
5600 Fishers Lane N v
Rockville, MD 20857 \:'

Re: Abbreviated New Drug Application
Product: Diphenhydramine Hydrochloride Capsules, 25 mg.

Dear Doctor Seife,

Pursuant to Section 505(j) of the Federal Food Drug and Cosmetic Act, and the
Amendments thereto, we are submitting herewith, in duplicate, an abbreviated
new drug application for the new drug referred supra.

Included in Section 3 of this application we are respectfully requesting a

waiver to conduct bioavailability studies on the dosage form based upon the
comparative dissolution rate studies we have conducted on the dosage form of
Parke-Davis's Benadryl Capsules 25 mg. Vide: the Orange Section - Pharmacokinetics

in Volume No. 2.

Concurrently we are separately filing for the 50 mg potency dosage form of
Diphenhydramine Hydrochloride Capsules.

We respectfully submit the following:

a. Form 356-H

b. Volume No. 1 - Copy No. 1 (Blue Folder) Qom\o.vu;c\

c. Volume No. 2 -- -

d. Volume No. 1 - Copy No. 2 (Red Folder)

e. Volume No. 2 - .Copy No. 2 (Orange Folder)

f. Four (4) sets of labels (drafts?

Yours sincerely, , CETEN L T

MUTUAL PHARMACEUTICAL CO., INC. T £

B - /(, A (e 18 19do

) - .. ¢
N CINEAIS DAL

SYHAS SARDESAI, M.S.
Director of Operations







ANDA Approval Summary

aC 7 ‘/ff/ . NeeHia P fenrser .
i)l

. applicant ‘Name

( y, ,
’//'/iﬂ/w%emém [l e g eclon 2/.9 o (P05 /ool

;tdblished Name of Drug Dosage’ Form Strengtha Contamet/ size(s)
Date Found Satisfactory Comment.

ibeling ’ r<e //ww

. S— /_
emistry, Manufacturing, and Controls - /ﬁ//éé{
. 7 R

P's .
.—/
‘anufacturer - Finished Dosage Form _ / }//é‘/ {
utside Facilities - /// c/ /7‘
Vianufacturer(s) - Active Ingredient(s) 5/ /) /. ’-' _~-/ 7 ' g
2 . - = ).
— /)/ <> /;{ J 2 //’X(
Chemist Keviewer Date Branch Chier Date
:ition Required Z
No Yes

sted Drug Information 505(3)(2)(A) freeer /éf'é’& 52 5 /[//S/J Sebnisss o,

+ Certification 505(3j)(2)(A) P "
-e Patent/Exclusivity Expires (if applicable) Y
Jequivalence Section .
ssolution Required? - ‘-/ e P fea ye /3'[3/&' 4. I

No _ e —

o st o f [ thS 5 A~ AR

vivo study(s) required? Yes M - "o A vivo

/UJ_Q WAL pACe AT
5tudy(s) Found Acceptable

daiver Request Granted W WA fagunied e 9 [z 3% ,,4 I
zal Bioequivalence-Requirement Met SEL0 IO
_ . i Lo X
- kdministrative Revjewer [/ Date
rd
droved \ / '
] \
sapproved /
n_ :s:

NG #0479A  (Rev-5/85)




FOIN

et

NSNS
£
\
.‘

)

NOA NUMBER

89-488

NOTICE OF APPROVAL

OATE APPROVAL LETTER ISSUED

NEW DRUG APPLICATION OR SUPPLEMENT JAN 2 l98
TO: FROM: .
’ ] Bureau of Drugs
Press Relations Staff (HF1-40)
' [ Bureau of Veterinary Medicine
ATTENTION
Forward originel of this form for publication only after approval letter has been issued and the date of
approval has been entered sbove. e
YYPE OF APPLICATION ° SURPLEMENT CATEGORY
SBREVIATE
O] ontcinaL NDa G:;':::N:NT m;-cmu. woa I ro anoa XX wuman C]veTenrinary

TRADE NAME (or other designated name) AND ESTABLISHED OR NONPROPRIETARY NAME ¢if any) OF DRUG,

Diphenhydramine Hydrochloride

DOSAGE FORM HOW DISPENSED
Capsule XX rx Clorc
ACTIVE INGREDIENTIS) (as declared on label. List by eatablished or nonproprietary name(s) and include t(s), it 1s

declared on label.)

Diphenhydramine Hydrochloride, 25 mg

NAME OF APPLICANT (Include City and State)

Mutual Pharmaceutical Co., Inc.
1100 Orthodox Street
Philadelphia, PA 19124

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

Antihistamine

COMPLETE FOR YETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

FORM PREPARED BY

-OATE

-

NAME
M. Goldman ‘V{/s'/%

A

2/5 7

NA«(a:E- Chang — orrg”;/57

FORM FD 1642 (2/75) PREVIOUS EDITION MAY BE USED UNTIL SUPPLY 1S EXMAUSTED.




B REVIEW OF PROFESSIONAL LABELING .

ANDA?DRAFT

DATE OF REVIEW: July 24, 1986

ANDA/NDA#: 89-488 (25 mg)
89-489 (50 mg) NAME OF FIRM: Mutual

NAME OF DRUG: Generic: Diphenhydramine Hydrochloride Capsules, USP
DATE OF SUBMISSION: May 9, 1986

COMMENTS:
Container: Not Satisfactory

A. The quantity is listed as 100 (1000) tablets
(rather than capsules).

Insert: Not Satisfactory
In accord with very recent changes, please make the following

revisions:

A.  CONTRAINDICATIOMS-delete heading-"Use in Lower Respiratory
Disease™ and the first paragraph following.

Underline the -first sentence in the next paragraph
Antihistamines also are contraindicated in the following

conditions:

B.  PRECAUTIONS-General
1. Paragraph one should be changed to read:
Diphenhydramine hydrochloride has an atropine-1ike action
and therefore should be used with caution in patients with
a2 history of lower respiratory disease including asthma,
increased intraocular pressure, hyperthyroidism,
cardiovascular disease or hypertension.

2., Drug Interactions-delete CAUTION: Patients taking
monoamine oxidase inhibitors should not receive
antihistamine therapy concurrently.

C. DESCRIPTION-structural formula- -N-N-should be in italics

D. OVERDOSAGE-underline the following phrases at the beginning ofﬂ/
paragraphs 2,3,4 and 5§

If vomiting has.not occurred spontaneously...
If vomiting is’ unsuccessful...

Salene cathartics...

Stimulants....




Page 2 .

E. DOSAGE AND ADMINISTRATION
Children....three or four times daily....

(rather than three to four)

RECOMMENDATIONS:
1. Inform the firm of above comments.

2. Request the firm revise their container labels and package insert
labeling then prepare and submit twelve final printed copies of
container labels and draft copy of package insert labeling for our
review and comment.

HFN-238
T.Poux/sw/7-24-86 d/
2458A Pg 4-5 Tom Poux
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. dEPARTMENT OF HEALTH & HUMAN SERVICES -

M. Corpmqgnw
- - - Memorandum
TO  :Manufacturing Review Branch (HFN-BZQ; DATE: 5/16/86
Division of Drug Quality Compliance
FROM  :Division of Generic Drugs
Requester's Name Diane F. Walker PHONE: 443-0193

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: 89-488; 89-489

DRUG TRADE MARK (if any)

DRUG NONPROPRIETARY NAME: _Djphenhydramine Hydrochloride Capsules USP, 25 mg;

DOSAGE FORM %ND STRENGTH(S): CHG

DRUG CLASSIFICATION: PROFILE CLASS CODE:
‘(Priority) A or B 1C Cther

APPLICANT*'S NAME: Mutual Pharmaceutical Co.
ADDRESS:: 1100 Orthodox St., Philadelphia, PA

7

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

l. applicant - mfr finished dosage form

Co:

Reasu

lli}lilllillllillilllli!llIIIIIlllllll!lllll!llllllIIIlllllllllll!ll'ii'lllll!l!
FOR HFN- 32&,USE ONLY:

Request Rec'd: }-'/) (//,f 4 -Inspection Requested:
T (if applicable)

Firm(s) are in Compliance Hi GMP3: QL
Basis for Decieé---

Reviewing CS0: %ZZ;[Y& ’Concum‘ance‘ .

2: HFN-J3%
HFN-
HFN-32;{

FORM FOA 3274 (1/31)

-——— .




ANDA ADMINISTRATIVE CONTROL RECORD d

{ Applicant r{) L‘\._& U L LJLMV(, MR T ANDA # S’C/_ Yy \b’ }
’ Date Recd. 5"/ (37&7‘(/
Trade Name | X o1C
thenc Name/Dosage Forw/ trength LJ\ Rt D A il O
Moo A el we U o U '7Jnc

V ' -
DESI Drug J/

Similar or Related

Applicant Manufacturer: Yes o~ No

If No: Name of Manufacturer

ANDA # Approved: Pending  Same Formu]ation
Application Complete YES o~ L\ , \y :
, Appl 1cat19(1 Acceptabl YES.” N0 & ~ | e
}\/L '\6‘/3 \_/\_ ‘\_,k\_), th‘- h . \L,(,f(’_) ) ‘{» 6 i\_/k' . f
b
Letter to Firm: Acknowledgement: Not-acceptable ™ pate MAY 20 1986
CSO/CST: oatq_féiéfg/sif |

810 Review Requirad: YES ™ NO INVITRO. N 1N vIvo

Hedical Office~
Chenist

Inspection Requast to HFD 320 (Date): < /f L

' 7899¢/m1b




o N RYRST
ANDA CHECKLIST FOR COHPLETE“ESS AND ACCEPTABILITY OF THE APPLICATION

L]

--Yes !2
Cd(' Letter
356H ' : '
Signed v//
Thble}of Contents »//

Information to show proposed
product is same as listed product:
{i} indications (ii) active ingredients

(ii1) (a) route (b) dosage form (c) strength ////
-(iv) labeling %
Patent Certification u// -

Exclusivity Addressed (If Applicable) -
‘beling li>£\§ L+

..atement re Rx/0TC Status

components & Composition (Unit Composition)

1aﬁufacturing
-ontrols

jatch Formulation

/
(Vg
/
S
/
ertification of GMP v//
v/
Ve
s

e.cription of Facilities

anufacturing Procedures (Batch Records)

pecs & Tests for Active Ingredient
nd Finished Dosage Form

tability Profile Including Stability Data
Jse of Stability Indicating Method) v

mmples Statement Plus Data

foavailability/Bioequivalence
Protocol

Study

In vivo study/walyer request

L///
Dissolution Data u///

u.fonmental Impact Analysis

K:jmp:1/3/85:Wang 4528a
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Reviewing CSO: %ZQ#S’67Concurmnce: ~

DEPARTMENT OF HEALTH & HUMAN SERVICES
M. Cotpruqgw

Memorandum

TO  :Manufacturing Review Branch (HFN-3Z£ DATE: 5/16/86
Division of Drug Quality Compliance

FROM  :Division of Generic Drugs
Requester's Name Diane F. Walker PHONE: 443-0193

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: ( 89-4883) 89-489

DRUG TRADE MARK (if any)

DRUG NONPROPRIETARY NAME: i i i es USP, 25 mg;

50 m
DOSAGE FORM %ND STRENGTH(S): CHG

DRUG CLASSIFICATION: PROFILE CLASS CODE:
{Priority) A or B 1C Other

APPLICANT'S NAME: Mutual Pharmaceutical Co.
ADDRESS : 1100 Orthodox St., Philadelphia, PA

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

l. applicant - mfr finished dosage form

»Cc

Re

lllllllllllllllllliil*lllllllllI'Illllilll.l!llllllllllll!lIll..lllll.lllllllllll
FOR HFN-32,;{/USE ONLY:

Request Rec'd: FA(/{' £ a Inspection Requested:
77 ’ (if applicable)

Firm(s) are in Compliance Hif? GMPs: - ac cet Ol é
[/

Basis for Decisten:

cc: HWNNZJ_M U

HFN-320

FORM FDA 3274 (1/83)
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C DEPARTMENT OF HEALTH & HUMAN SERVICES

Memorandum
TO  :Manufacturing Review Branch (HFN-322) DATE: 5/16/86
Division of Drug Quality Compliance
FROM :Division of Generic Drugs
Requester's Name Diane F. Walker PHONE: 443-0193

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: (8/9-_4\85; 89-489
\_/

DRUG TRADE MARK (if any)

DRUG NONPROPRIETARY NAME: Dinhgnhxd:amne Hydrochloride Capsules USP, 25 mg;

DOSAGE FORM iND STRENGTH(S): CHG

DRUG CLASSIFICATION: PROFILE CLASS CODE:

(Priority) A or B 1C Other

APPLICANT'S NAME: Mutual Pharmaceutical Co.
ADDRESS: 1100 Orthodox St., Philadelphia, PA

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

l. appli-zant - mfr finished dosage form

O rna

bbb A A S LR LS IS I AR SRR I FTTITT T ET T T ETE VY P T TTHY PP T T vy apoppoppeppnpm
FOR HFN-322 USE ONLY:

Request Rec'd: i Inspection Requested:
(if applicable)

Firm(s) are in Compliance With GMPs:
Basis for Decision:
Reviewing CSO: Concurrance:

cc: HFN-
HFN-
HFN-322

FORM FDA 3274 (1/83)




DEPARTMENT OF HEALTH & HUMAN SERVICES

M . 'Coé Dm4 %
Memorandum
T0  :Manufacturing Review Branch ('HFN-?ZS DATE: 5/16/86
Division of Drug Quality Compliance
FROM  :Division of Generic Drugs
Requester's Name Diane F. Walker PHONE: 443-0193

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: 89-488;\ 89-489

DRUG TRADE MARK (if any)

DRUG NONPROPRIETARY NAME: Diphenhydramine Hydrochloride Capsules USP, 25 mg;

50 m%N
DOSAGE FORM AND STRENGTH(S): CHG

DRUG CLASSIFICATION: PROFILE CLASS CODE:
{(Priority) A or B 1C Other

APPLICANT'S NAME: Mutual Pharmaceutical Co.
ADDRESS: 1100 Orthodox St., Philadelphia, PA

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

1. applicant - mfr finished dosage form

A

Comaent

Reason: .

ll!lll!l!Qlll»llllillllll!!ll!lllllll!llllllllllﬂl!lllll!lilll!ll’!li!lll.lllllll
FOR HFN-32,{/USE ONLY:

Request Rec'd: E/V pae 2 Inspection Requested:
(if applicable)

Firm(s) are in Compliance Wifﬁ GMPs: aq Q
Basis for Decistwn- TN

Reviewing CSO: é‘ ZQ_‘;KQ IConcurrance:

™ 2

HFN-32;_{

FORK FOA 3274 (1/83)




